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2 : InM) ] ky^hy-^^M. (ft»«|glOj[iM)£, 
BZo> 3 S^#:^W:iit{4( 3 H]4' -?noi^7M£ 
^A: 7-^nn-l, 3-ytFn-l-/f;l-5 
- (4-?on7i-/H -2H-1. 4-/T-t£b;y 
(Ro 5-4864) (JMIiSSO.5 nM) t j^T-b" 

;\°a (ft»?usioo MtOi^ti^hM^. Jv*^ 

-is a >0km$. B Z 6o j co 2 S»fl*f^«MlTtt 
B Z co 3 ®gtfl3g-£iSSftt14 0 °CC150 
4HWrr>fc. 3rtS, BZco, &tfcj 2 «aWSf£4Citti 
t'^fa^'jy (bicuculline:S**iftglOO AtM)#4Tt= 

t o o 7 4 ] ^fam&m&imTcomttMTft~> 

SrJDi.T^*lml<30Mje^i; l, •s^mm^mmiz 

LfcHM U H Sr-fe/WN— <.X 3> - ( r^^fA- 
*£K, *H) 77hVMJF/B^X7r^A- 
7 a )V 9 ~± hzvm WWkt Sit TRSS £ ff it L . it 
*>t. *}$l,jfcilf«fflS O, &£>'<w 2 TJ450 niMb OX 

-ismmmm <ph 7.7) ; co 3 rwaMtsii:] 5mir3 

Iftyyfl/-y 3 y^7fil (ACS-II.TVi^Att 
fg, *BB) 10 ml Srjpi., -^nSlL^H, i^yf- 

iRK ( I c 5 o fit) liTnh'v hifcr#tf>fc. co 3 

coi S.t/co 2 CD 1 c 5 o ffit4Vvfix£)1000 nM ULhTfc 

[0075] 
[*3] 



o> 3 

i&KtffcfrtJ I C„ (nM) 



2* 


5. 


4 


1 3 


5. 


9 


1 6 


2, 


9 


2 3 


9. 


2 


2 5 


6. 


6 


2 8 


7. 


8 



[oo76]s (i) «-rt;^*ar>'^w*awtrF^s 

ft&lgffinii&ti. in vitrolit;§tC'BZco 3 ^SWdttL 
(WgJE, 4>#ffi, ^^flfiW^cPWF) , o-j-m, XL 

[00 77 ] *^^fc£«tf>S-¥«»i: LT(4. en 

¥M^fc4 OS*:** 1 , ISO. 0 1 — 5 Omg/kg/ 
H,iT4t<(40. 0 3 — Smg/lcg/BT'&So 

[0078] *fHH«fl:^*idil«, KfflJflfflfcfcfi^ 

LxmmLtzmm^mTtk^ti^. mmtmt lx 

^nfWf'Jy, y;i-f>-/p. f>7y, 

y-7°o t/Pfy/y , ^/l-^'^r y-^ f-;H2^n— X# 
;b>"/A. -f^-y-^tfflt. y<f-;l-fe^n-x, 
>\ 75t'7^A, hKo^fyTDm^a-X, ffi 
a^JKt Fo^^rabVl-fe^a-x. b h'n^f^7°n 
bVPy<f-;Hr;yn-x s xKU t* _;l-tn y h* y s jjf'Jb' 
-;t,7;13-;k r/i-^vat. r^y^b U^A S 

Xf7U yl7^'*y7A, ^/y^, 
*;l-^y-b"-;^)jv-, BWt^^y. V^b^yfli 
ffiKxX7-yy, 5^'J;W8SBE^h U^A. ^'J-tr'J>. 

Tnb°^>-y*'yr7— /K 7 J<. x^y— ;l-, ^°y^-^ 
xXf-Uyffi^tV^M (HCO) , ^t^by7A. 
*IWt^hU^A, tSK. 0>M-?mi-h y7A. 'J 
>-K-**-^- h 'J W, ^xyf, y";i-y s yR, <>- 



!( 9 ) 001-199982 ( P 2 0 0 1 - 1 9 9 9 8 2 A) 



[ 0 0 7 9 ] ffffit LTJi. *3H. ar-fe/WW, Hfi 

ffl{4Jlfflco^T' 3-f -fy/UtJ:^. aft Sfl<9* 

[0080] iix^oMS'Ki. *3HJj<0fl:£ft* 0 . 0 
1 %JSLh. #F4L<ii0. 1-70 %<0»f^-C^*-rs 

[0081] 

X ■ X-^i? WK I RX's? h/K NMRX^ h/Vm 
[0082] 4fc, JaT«0#*W3tt^eStWfc*J^T, 

[0 0 83] CWfe^gffi] 
A :X;?y— /K 
AN : T-feh-h U;K 
E : yXf^lX— f /K 
HX : n-^.df*f 

I P : >f 

[ 0 0 8 4 ] 1. 2-7x-;H6- ( 2- 

-4 (3H) -uysy/yoli 

[0085] -f-bV h^v- F 26 gMAlfefcX:? 

k& 25 g zitzmMTi 5$wmi,ti 

flL Bf'O — 5°CTb°ri 'J/^f ;HSxf;l 28 g£t9> 
^< DSTFLfc. «TttT«L tJ^tcilflteJifrn 2B# 

xf^x-rvPTifaf L/iiL 7 * 7-/1— *t^fe» L 
TBWft 30 g£#!t 0 ffiUS 2 7 9 — 2 8 0°C 

[0086] 2-9 : Wfc-f 6 JgfH^tt^ 

fflvv ##01 1 k H«i=RJ6 -J61U fcl 6T«3*i. 

[0087] 
Utl 6] 



[0088] 
C*4] 



#^ 


w* 


R 6 


A 


us ro 


2 


2 


-t°y 


Ph-4-CF 3 


>300 


3 


3 


-try s^/p 


Ph-4-CF 3 


282-284 


4 


4 




Ph-4-CF 3 


>300 


5 


2 


-7>J/1/ 


Ph 


266-267 


6 


2 


-7 1 J/l' 


Ph-4-CF 3 


292-295 


7 


2 


-7'J/l/ 


4-b°'J V)V 


267-268 


8 


2 




Ph 


>300 


9 


2 


- fx^/P 


2 -f x-/^ 


>300 



[OO89]##0iJ 10- — 2 -7i-/l-6 - ( 3 

-trys^w -4 (3H) -try 5y7y«Bi 

[00 90 ] *E7]cmK^ U^A17.3 g£?Kl70 al&jfflf 
U ^T-^yXTS^VSigS 18 gfciUifc. £ft 
JMt 1 5 jMBfflH* Lfcft, |W|iflT*^n^y 4 /1#K 
x^/P 22 g£^-?< "JMTLfc. ?¥T*ITfJL SiST'l 

IWtl2 g£f#5t 0 ML* 2 5 4 — 2 5 6°C 
[00 9 1 ]##i?iJ 11- — 4-?nn-2-7x- 

)V-b- ( 3 - b° »J ) t° D 5 is><7)WM 
[00 92] 2-7x-/l-6- (3-tiJy';l) -4 
(3H) -t'JSSW 6 g&tftti'J&ft.Oy 6.7 m 

•CflHt Lfc . TkK^^ h y ^( 1 mol/l)7K^ST'W 

ISb^LT a Wft 4. 3 gSr#7^ . Bt* 12 9-131 

°C 

[00 93 ] 12-19 ttS&t&M8ft& 

ft^fflvv ##0iJl 1 fcH«t^JB-«SIU, Ibl 7t 

[0094] 
Utl 7] 




[0095] 
[|S5] 
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R 6 


A 


Hbft (°C) 




12 


2 


- b° U l/)V 


Ph 


129-131 


A 


13 


2 


-try 


Ph-4-CFg 


111-113 


I p 


14 


3 




Ph-4-CF 3 


109-110 


I p 


15 


4 




Ph-4-CF 3 


124-125 


I p 


16 


2 


-7'J;P 


Ph 


97-99 


I p 


17 


2 


-7'J;l/ 


Ph-4-CF 3 


88-89 


A 


18 


2 


-7'J;I/ 




116-118 


A 


19 


2 




2 -fx-/k 


121-122 


A 



[00 96] ##M2 0. 4,6-^bb*cr^-5 

-X1-)V-2- (4-h'J7Mn^f;V7i-;l/) fc° 

[0097] y t-^F-^y— 
?S I2l g&tM^y— /!✓ 400 mi^M^W^^-vn 
yly'xf;l/ 55 g£0~5"C"Ci8TU &tvC4- 

( h V 7;^n^f;i/) <yXT5 y^JSKJS 45 g£ 

ml, »e«rtc**tjDi.. «Ms»^pH4^sitia 

[0 0 98] ##M2 1. 4,6-y;nn-5-^ 

2- (4- YV7)V$Ti*+)V7 b°U5 

[0 0 99] 4,6-yt^n^y-5->f;l-2- 
(4-bij7WnW7x^/H b°US^> 27.5 

sRV^^yi^tVy 38 il<^^£6l$l9]Blfl£K6 

( 1 ■ol/L)#j8^4'*lLfc», 9 nn^AS^M 
Wl^yU^^7A7o7b/77 4 -fcftU 9 
TSSW&I 18 gfc»fc. 

[0 100] ##M2 2. 4-7nn-6- ( 1 -A 

5 ^/'J;t/) - 5 2 - ( 4 - hU 7/l/*n^ 

f^7i-;H b U 5 : Jycomm 

[0101] 4,6-y7nn-5-^f;H2- (4 
-h'J7;Wn^f^7i-;H t'Jiy'y 3 g. -4 5 
y*'v"— /i- 1 %mf4VTunj—jv io mi^S^tb 
yxf;L-7Sy 1.5 gSrSi&TJn*. 4BHgt&d&18EL 



HJft^J Ri R 2 R 6 R 7 It* (°C) BIShIM 



2 


Me 


Ph-4-Cl 


3 


- b° U V)V 


ii 


202-204 


AN 


3 


Pr 


Pr 


3 


-try ^ 


H 


118-120 


I P 


4 


Me 


Me 


3 


- tr y 


CF 3 


210-212 


A 


5 


Me 


Ph 


2 


- b y s^p 


H 


166-168 


I P 



ISJILTgWft 1.4 g£»fc. 

[0 102]gStW 1 : N-W-N-7i-^ 

- 2 - C 2 - 7i^;l- 6 - (3-tiJy;H - 4 - b° 
'JSy-^75 7) TbhTS KORit 
[0103] 4-^on-2-7x-;l/-6- (3-b 
Vi?)V) bUS^> 1.0 g, 2-7S/-N-^f;l/- 
N-7x-/kTbbTSK 0.92 g Sy>iJxf;|/7S 

y 0.57 g^ft^WTti 5 oxrcaiSfflBiflRai 

xkLtz. RJES£»fc*&tf? n n*;UA £ JDX. T y* o 

7^-(;ttL, ?on*;^tiffi-»IL. 4V7o 
^wl^6W8hftLTBW8i 1.4 gfc»fc. BHDS 1 
9 9—2 o rc 

[0104] mmm 2-14 - — ttSBt&Bcmt&m 

£fflv\ H»J1 £ Ntt££& ■ *1L, 4t 1 8f£l3 

[0105] 
[4tl8] 

y R i 

HK~ CHg - CO — 




[0106] 
[*6] 
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o 


Pr 


Pr 
r I 


n 


I— ■ ./ *s )V 


r± 


1 ->f-,_i ->7 

13D LD { 


T P 


7 


Mp 
ric 


Mp 


9 




ur 3 




A 


Q 
O 


Pr 
r i 


Pr 
r i 


/i 




ur 3 


1JI 1JO 


T P 

A. 1 


9 


H 


Pr 


4 




CF 3 


215-217 


I P 


10 


Me 


Me 


4 


-try 


CF 3 


251-253 


A 


11 


Me 


Ph 


2 




H 


147-149 


I P 


12 


Et 


Ph 


2 


-yyjv 


H 


157-159 


I P 


13 


Pr 


Pr 


2 


-7>J;P 


H 


99-101 


I P 


14 


Pr 


Pr 


2 


-7'J;i/ 


CF 3 


117-119 


HX-E 



[0107] mmm 15-1 s : — nmttmm^ 

[0 108] (HSftfiJ 15.)- N-x^-N- 
( 5-^^-3->f V^W)V) -2 - (2-7x 
-4-b - (2-UiJy)l/) - 4 - 1° >J ^ V—JVT 5 
y] Y ; It* 13 9 — 14 2*C (T-feh — 

[0 10 9] (pMi^J 16)- 2-C6-(2- 
7U;l^) -2- (4-e'Jy;H -4-b°US^;kT 
— N , N-yrnb71^T-bbT5 F ■ 1/5/kfP 
ft ; MjS 1 6 3 — 1 6 5°C {AV^xinj—jV-fyhM 
SHr) 

[0 110] (SQftflflJ 17)- N-X+fr-N- 
^x— ;U-2- [2, 6-^- ( 2 -fX2/H -4- 
b° U ^ V~)VT 57) T-febTS K ; 15 1 — 1 

5 3*C (T-feN— hU;lo6»6iaift) 

[0 111] (£gttftj 18)- 2-C6-(l- 
-f S^Vy/H -5-^^-2- (4-b>J7Wn 
^f/^x^/l/) -4-bU 5y-;l/7S7] — N , N 
— y7P t/I^T-fe NTS K ; IbS 1 7 4— 1 7 5°C 

[01 12] SQftM 1 9- N-jX^-N-? jc — 

;P-2- [2-7x^-6- (3-b°iJy^) -4- 





Ri 


R 2 




R 6 


Mbft CC) 




20 


Et 


Ph 


3 


-by viv 


143-145 


I p 


21 


Pr 


Pr 


3 


-try ^ 


98-100 


I p 


22 


Me 


Ph 


2 


-by ^ 


195-197 


AN 


23 


Me 


Ph 


2 


-7!J;i/ 


151-153 


I P 


24 


Et 


Ph 


2 


-7'J;P 


161-163 


I P 


25 


Pr 


Pr 


2 




113-115 


I P 


26 


Me 


Ph 


2 




122-124 


I P 


27 


Et 


Ph 


2 




132-134 


I P 



[0 113] 2-7i-/H6- ( -4 
( 3H ) -h°U S^V>-1.0 g Wy>(f;l/*;l/A7S 
F20 ml <9fi£flrtC 0-5 °CT'#?60%7K3R-ft^ h U -7 A 

(iStt) 0.I6 g^Sni.. SfitrmaafflHttt. o~5<c 

t'2-7'o ; E-N-^f;l'-N-7x-;17-feh7S F 
0.92 g^Ju^.. 3SI"C1I*I8L 6 0°CT"lB#r B TO¥L 

It* 1 3 6 — 1 3 7 °C 

[0114] mmm 2 0-2 7- — nm^-twMit-^ 

[0115] 




[0116] 
[*7] 



[0 117]^J6M 28-29 : ttm~t&M.¥-Hk& [0 118] (£tfc0V 28)- 2~C6-<2- 

flitfflv^ nfiswi 9tisi#tcKJte- Mat. liiT^-fb 7>j;n -2- (4-tu^> 

] - N - * ^-/l— N - 7 x -^T-fe NTS H ; Mj£ 



(€L2))01-199982 (P2001-199982A) 



1 5 5 — 1 5 7°C (>f y7nAV-M^BS H B H ) 
[0 119] (HJfi^J 29)- N-y^/P-N- 
7x^/l/-2- [2, 6-S/- (2-f-x-;k) -4- 
b°'J $y-;^y] 7-tb7S H ; MjS 1 3 5 — 1 

[0120] kjfm i. — mucomm — n ^ 

-N-7x^l/-2- C2 -7x^ 6 (3- 
^7P) -4-b°y £ AT 5 J ] T-t?bT$ K ( 1 
g) . ?Lff (84 g) . b^n3yf>7°y (30 g) . 
*Sft-fe;H3— X (25 g) s t Fo^ri/7nb7^^n^ 

x(3g), gf^^fi (o.7 gh wxfryys 
^f^zs^rj* (1.3 g), 

[0121] ±|Q«**«i£fc:± 9fi£\ iiftU 1£ 

fcfcoi45 mgvnm. loooi^shrs. 

[0122] SOTM 2_ XT&VfflrtWk 2 - 

[6- (2-7'j/I/) -2-7x-/l/-4-t°y^y- 



;l/7S/) — N, N-y7°nt°;l/7^b7SK (2 gh 
¥L*S (165 gh bWnayfyry (25 g) s t Fn 
^y7°Ob°;l/t/l/n^X (3.5 gh gfl^Ky^fK (1. 
8 gh WXf7 , J yitV^Sy^^ (2.7 g) . 
[0123] S3*: J: 9 . Jda«#*»6*teU Rfi 

200 mg £#7M?/H3?t«U 10(X)^T-te;P*»^-S. 
[0124] 

[«HH^»»] * ( I ) T«3*i4*lffiB^fc^*l4. 

e^^^oT-\ ^r^waafeR (wee. ^ffi 

t LT*fflT*4o 4fc. * ( I ) T*S*iS*IMBco 



7oyb^-y^)il 



(51) Int. CI. 7 

A 6 1 P 25/24 
43/00 
C 0 7 D 403/04 
405/04 
405/14 
409/04 
409/14 
413/14 



ill 



F I 

A 6 1 P 25/24 
43/00 

C07D 403/04 
405/04 
405/14 
409/04 
409/14 
413/14 



(##) 



1 1 1 



F (##) 4C063 AA01 AA03 BB01 BB02 CC29 

CC51 CC75 CC92 DD12 DD25 

DD29 EE01 

4C086 AA01 M02 AA03 GA01 GA02 

GA04 GA07 GA08 GA09 MA01 

MA04 NA14 ZA02 ZA05 ZA06 

ZA12 ZA18 ZA36 ZA40 ZA42 
ZB15 



